Aimslbackground-The subcutaneous injection ofbacterial endotoxin in Lewis rats produces an acute intraocular inflammation evolving over a 24 hour period. This endotoxin induced uveitis (EIU) is characterised by a biphasic protein exudation and a cellular infiltrate composed of macrophages and polymorphonuclear neutrophils (PMNs). This model was used to study the mechanism of cellular infiltration in ocular inflammation. Methods-EIU was induced by a subcutaneous injection of lipopolysaccharide (LPS) (S typhimurium) at 350 igIkg. The levels of cytokine induced neutrophil chemoattractant (CINC) were measured every 2 hours in the serum and in the aqueous humour by ELISA. The intraocular inflammation was quantified by protein measurement and leucocyte counting. Results-The kinetics of CINC production in the systemic circulation showed a rapid rise, peaking 2 hours after LPS injection, followed by a progressive decline over the next 8 hours. In the eye, the CINC levels increased above the serum levels 10 hours after EIU induction corresponding to the time of cellular infiltration. When leucocyte entry in the eye was inhibited by 56% and 64% with an antiadhesion molecule antibody, there was only a slight reduction in the aqueous humour CINC levels of 90/o and 16%, respectively, indicating that CINC was produced by ocular tissue cells. The specific effect of CINC in the eye was confirmed when a direct intraocular injection of 250 ng of purified CINC was followed by significant PMN infiltration, in the absence of protein exudation. Conclusion-The data indicate that the production of the CINC chemotactic factor by ocular tissue participates in the inflammatory reaction in EIU. (BrJ3 Ophthalmol 1996;80:649-653) 
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Aimslbackground-The subcutaneous injection ofbacterial endotoxin in Lewis rats produces an acute intraocular inflammation evolving over a 24 hour period. This endotoxin induced uveitis (EIU) is characterised by a biphasic protein exudation and a cellular infiltrate composed of macrophages and polymorphonuclear neutrophils (PMNs) . This model was used to study the mechanism of cellular infiltration in ocular inflammation. Methods-EIU was induced by a subcutaneous injection of lipopolysaccharide (LPS) (S typhimurium) at 350 igIkg. The levels of cytokine induced neutrophil chemoattractant (CINC) were measured every 2 hours in the serum and in the aqueous humour by ELISA. The intraocular inflammation was quantified by protein measurement and leucocyte counting. Results-The kinetics of CINC production in the systemic circulation showed a rapid rise, peaking 2 hours after LPS injection, followed by a progressive decline over the next 8 hours. In the eye, the CINC levels increased above the serum levels 10 hours after EIU induction corresponding to the time of cellular infiltration. When leucocyte entry in the eye was inhibited by 56% and 64% with an antiadhesion molecule antibody, there was only a slight reduction in the aqueous humour CINC levels of 90/o and 16%, respectively, indicating that CINC was produced by ocular tissue cells. The specific effect of CINC in the eye was confirmed when a direct intraocular injection of 250 ng of purified CINC was followed by significant PMN 4 An intraocular inflammation termed endotoxin induced uveitis (EIU) is also caused by a systemic injection of endotoxin.'" EIU sensitive strains include Lewis rats, C3H/HeN mice, and albino rabbits. The ocular disease in rats is characterised by an early progressive protein exudation within 2-4 hours after LPS injection, followed by a cellular infiltration starting 6-10 hours later and accompanied by a surge in protein entry into the eye. The inflammation is maximal at 24 hours, and lasts approximately 48 hours. The main infiltrating cell types are the polymorphonuclear neutrophils (PMNs) and the monocytes.' 13 14 An advantage of this model is that it allows for a separate analysis of the inflammatory mechanism inside the eye in parallel and in association with the intravascular compartment.
We used the EIU model to analyse the nature and kinetics of chemotactic cytokines involved in acute anterior uveitis. These chemokines constitute a family of factors regulating the traffic of leucocytes from the blood to peripheral tissues. This family is subdivided in the two subgroups CXC and CC according to the presence or absence of one amino acid between two shared conserved cysteine residues. ' 
Results

KINETICS OF INTRAOCULAR INFLAMMATION AFTER LPS INJECTION
Protein leakage was detected in the anterior chamber of the eye 2 hours after subcutaneous LPS injection. The kinetics of the exudation are shown in Figure IA . The protein level rises early to a peak at 4 hours followed by a slow decrease broken by a sharp surge beginning between 8 and 10 hours after LPS. Cells were first observed in the eye at the 10 hour time point, and their number increased rapidly between 10 and 12 hours (Fig 1A) .
KINETICS OF SERUM AND OCULAR CINC LEVELS
In the serum, the level of CINC peaked 2 hours after LPS injection with a mean concentration of 734 (SEM 54) ng/ml, and decreased progressively during the following 8 hours (Fig  1 B) . In the aqueous humour CINC was detected 2 hours after LPS injection, and started to increase above the serum level at 10 hours (Fig 1B) . The increase of CINC concentration in the aqueous humour above the serum levels, in the later time points, corresponded to the time of entry of leucocytes into the anterior chamber of the eye (Table 1) .
Production of CINC in the eye
In order to differentiate if the CINC measured in the eye was produced locally and attracted the leucocytes, or was secreted by the infiltrating cells themselves, we inhibited the cellular infiltration and assessed its effect on the intraocular CINC levels. Inhibiting leucocyte adhesion by treating the animals with 1 B6 caused a 56% reduction in cellular infiltration of the eye with 321 (12) cells/tl compared with 730 (155) cells/pd in the control group (p=0.014) (Fig 2) . However the aqueous humour CINC level in these 1B6 treated rats decreased by only 9% compared with the control treated rats (p=0.827) (Fig 2) . In a second experiment the 1 B6 treatment produced a 64% reduction in cells infiltration accompanied by only a 16% decrease in intraocular CINC levels compared with the controls. (Fig 3) . CINC had no effect on protein exudation. The mean protein concentration was of 1.46 (0.17) mg/ml in the CINC injected eyes and 1.36
(0.16) mg/ml in the control eyes (p=0.59) (Fig   3) . In naive non-injected rats, the mean protein concentration was 1.41 (0.08) mg/ml. 
